Genes encoded by Salmonella pathogenicity island 1 (SPI1) play an important role in its ability to invade the non-phagocytic cells of the gut. Detecting bacteria by TEM to investigate the ultra-structural changes resulting from early infection and invasion using biologically relevant doses of wild type (WT) and SPI1 mutant strains of Salmonella has been challenging. Preliminary CLEM analysis was performed on fluorescently labeled biopsy pieces that were fixed in 10% formalin, floated in sucrose and sectioned using a cryostat (Fig 2A. ). Slides with sections showing Salmonella infected tissue were fixed with 2.5% glutaraldehyde and processed for TEM analysis. Although subsequent sections collected on the cryostat processed for TEM analysis allowed for successful localization of infected epithelial cells in the tissue, this processing had undesirable effects on ultrastructural morphology (Fig.2B) .
Alternate CLEM techniques like vibratome sectioning of fixed tissue pieces screened by light microscopy and processed using conventional EM fixatives is being currently investigated. This technique would overcome the shortcomings of CLEM performed on cryostat sections offering a better understanding of the science of infection and invasion of this pathogenic bacteria [3] . 
